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Applicant(s) 

JASPERS ET AL. 
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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
SftSS^ within the statutory minimum of thirty (30) days will be considered timely. . 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 USJC. §133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 19 June 2001 . 
2a)D This action is FINAL. 2b)E3 This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1, 453 O.G. 213. 

Disposition of Claims 

4) S Claim(s) 1-15 is/are pending in the application. 

4a) Of the above claim(s) <M5 is/are withdrawn from consideration. 

5) Q Claim(s) is/are allowed. 

6) I3 Claim(s) 1^5 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) ^ Claim(s) M5 are subject to restriction and/or election requirement. 

Application Papers 

9) 13 The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
1 !)□ The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 13 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)D Some*c)Q None of: 

!.□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) E3 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 1 20 and/or 121. 
Attachment(s) 

1) B Notice of References Cited (PTO-892) O □ Interview Summary (PTO-413) Paper No(s) 



1) £J Notice of References uie<nr i u-oa*/ - • 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-1 52) 

3) |EI Information Disclosure Statement(s) (PTO-1449) Paper No(s) 2. 6) □ Other: 



U.S. Patent and Trademark Office 
PTO-326 (Rev. 04-01) 
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Application/Control Number: 09/5 1 8,842 
Art Unit: 1647 

DETAILED ACTION 

,. , nn : n the p TO has changed. To aid in correlating any papers for 

Group Art Unit 1647, Examiner Bridget E. Bunner. 

Election/Restrictions 

Applicant's election without traverse of Group I, claims 1-5, drawn to a protein in Paper 
No. 5 (19 June 2001) is acknowledged. Because applicant did not distinctly and specifically 
point out the supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). 

Claims 6-15 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected group, there being no allowable generic or linking claim. Election 
was made without traverse in Paper No. 5 (19 June 2001). 

Claims 1-5 are under consideration in the instant application. 

Information Disclosure Statement 
, . The information disclosure statement filed 23 January 2001 fails to comply with 37 CFR 
1.98(a X 3) because it does not include a concise explanation of the relevance, as it is presently 
understood by the individual designated in 37 CFR 1 .56(0 most knowledgeable about the 
content of the information, of each patent listed that is not in the English language. It has been 
piaced in the application file, but the information referred to therein has no, been considered. 

Oath/Declaration 

2. The oath or declaration is defective. A new oath or declaration in compliance with 37 
CFR 1 .67(a) identifying this application by application number and filing date is required. See 
MPEP §§ 602.01 and 602.02. 
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The oath or declaration is defective because: 

Non-initialed and/or non-dated alterations have been made to the oath or declaration. See 
37 CFR 1.52(c). 

Drawings 

3. This application has been filed with informal drawings which are acceptable for 
examination purposes only. Forma, drawings wi>l be required when the application is allowed. 

Specification 

4. The disclosure is objected to because of the following informalities: 

4a. If applicant desires priority under 35 U.S.C. .20 based upon a previously Bled copending 
application, specific reference to the ear.ier filed app.ica.ion must be made in the instant 
application. This should appear as the first sentence of the specification following the tide, 
preferably as a separate paragraph. A statement reading "This is a divisional of U.S. Application 
No. 08/991,890, filed December 12, 1997, now Paten, No. 6,114,307, which is related to U.S. 
Provisional Application No. 60/033,003, filed December 16, 1996" should be entered. 
4b . The use of the trademarks T1SSUE-TEK, NOVEX, and CARBOPAC have been noted in 

this application (for example, see pages 42, 46, 48-49). They should be capitalized wherever 

they appear and be accompanied by the generic terminology. 

Although the use of trademarks is permissible in patent applications, the proprietary 

nature of the marks should be respected and every effort made to prevent their use in any manner 

which might adversely affect their validity as trademarks. 

4c. The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 
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-, • o* a A- POLYPEPTIDE COMPOSITION FOR 

The following title is suggested: Z1NS 1 FUL y rzr i ivc w 

STIMULATING PANCREATIC ISLET CELL GROWTH" 
Appropriate correction is required. 

Claim Objections 

5. Claims 4-5 are objected to because of the following informalities: 

5a. The term "disulfide associating" in claims 4-5 should be reworded to read "disulfide 

association". 

5b. Regarding claims 4-5, the word "the" should be inserted directly in front of the term 

"amino acid sequence". (Note, there should be two insertions per claim.) 

5c. The word "a" or "the" should be inserted directly in front of the term "residue" in line 3 

of claim 5. 

Appropriate correction is required. 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

requirements of this title. 

Claims 1-3 are rejected under 35 U.S.C. 101 because the claimed invention is directed to 
non-statutory subject matter. Claims read on a product of nature in that the claimed 
polynucleotide is not "isolated". Amending the claims to read "isolated" would be remedial. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 
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pertains or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

6. Claims 1-5 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject matter 
which was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the invention. 

Claims 1-5 recite a protein comprising an amino acid sequence from residue 26 to 
residues 48, 49, 50, 1 10, or 1 14 of SEQ ID NO: 2. The claims are also directed to a protein 
comprising an amino acid sequence from residue 1 15 to residue 139 of SEQ ID NO: 2. 

The specification discloses that protein of the instant application, zinsl, comprises "a 
disulfide bonded B chain and A chain, wherein the B chain comprises the amino acid sequence 
of SEQ ID NO: 2 from residue 26 to at least amino acid residue 43 and wherein the A chain 
comprises the amino acid sequence of SEQ ID NO: 2 from amino acid residue 1 15 to residue 
139 based on sequence alignment and analyses" (pg 12, lines 25-32). However, the specification 
does not teach any structural or functional characteristics of polypeptide fragments comprising 
amino acids 26-48, 26-49, 26-50, 26-110, 26-114, and 115-139 of SEQ ID NO: 2. The 
specification teaches that the "present inventors have isolated and purified the polypeptide from 
the medium conditioned by host cells co-expressing a first DNA construct comprising the 
sequence of SEQ ID NO: 1 from nucleotide 1 to nucleotide 420 with a second DNA construct 
encoding for endoprotease PC3" (pg 12, lines 32-36, pg 13, line 1). Several bands are sequenced 
from various clones, particularly bands of 14.5, 9.0, 8.0, and 3.5 kDa from clone zinslC/PC3#9. 
The specification discloses that the first three bands start with amino acid residues 26-32 of SEQ 
ID NO: 2 which appear to be the N-terminus of the mature zinsl protein (B-chain). The 3.5 kDa 
band starts with amino acid residues 115-121 of SEQ ID NO: 2, representing the N-terminus of 
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,he A-chain (pg 38, lines 3-22). However, the specification does no, teach the entire length of 
the amino acid sequence of the isolated hands. Therefore, the skilled artisan would no, know if 
,he mature zins! protein, specific fragments, or the zins. protein with deletions is heing encoded 
by the Cones. Undo experimentation would be required of one skilled in the ar, to determine the 
amino acid sequences of the zinsl polypeptide bands isolated from the zinslC/PC3 and 
zinslN/PC3 clones. 

The problem of predicting pro,ein sttucture from sequence data and in turn utilizing 
predicted structural determinations to ascertain taction* aspects of me p,o,cin is extiemely 
complex. While i, is known that many amino acid substitutions are generally possible in any 
given protein the positions wimin the protein's sequence where such amino acid substitutions can 
be made with a reasonable expecation of success are limned. Certain positions in the sequence 
are critical to the protein's stiucture/function relationship, e.g. such as various sites or regions 
directiy involved fa> binding, activity and in providing the correct mree-dimensional spatial 
orientation of binding and active site, These or other regions may also be critical determinants 
of antigenicity. These regions can tolerate only relatively conservative substitutions or no 
substitutions (see Wells, 1990, Biochemistry 29:8509-8517; Ngo e« al., 1994, The Protein 
Folding Problem and Tertiary S,ruc,ure Prediction, pp. 492^95). However, Applican, has 
provided little or no guidance beyond me mere presentation of sequence data to enable one of 
ordinary skill in the ar, to determine, without undue experimentation, the positions in the protein 
which are tolerant to change (e.g. such as by amino acid substitutions or deletions), and the 
nature and exten, of changes that can be made in these positions. Although the specification 
outlines art-recognized procedures for producing and screening for active muteins, this is no, 
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adequate guidance as to the nature of active derivatives that may be constructed, but is merely an 
invitation to the artisan to use the current invention as a starting point for further 
experimentation. The art recognizes that function cannot be predicted from structure alone 
(Bork, 2000, Genome Research 10:398-400; Skolnick et al., 2000, Trends in Biotech. 18(1):34- 
39, especially p. 36 at Box 2; Doerks et al., 1998, Trends in Genetics 14:248-250; Smith et al., 
1997, Nature Biotechnology 15:1222-1223; Brenner, 1999, Trends in Genetics 15:132-133; Bork 
et al., 1996, Trends in Genetics 12:425-427). 

Due to the large quantity of experimentation necessary to generate the protein derivatives 
recited in the claims and possibly screen same for activity, the lack of direction/guidance 
presented in the specification regarding which structural features are required in order to provide 
activity, the absence of working examples directed to same, the complex nature of the invention, 
and the state of the prior art which establishes the unpredictability of the effects of mutation on 
protein structure and function, undue experimentation would be required of the skilled artisan to 
make and/or use the claimed invention in its full scope. 

35 USC § 112, second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

7. Claims 4-5 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

7a. Claims 4-5 are indefinite because it is not clear how an isolated protein comprises a "first 
polypeptide" and a "second polypeptide". For example, is the protein claimed in the instant 
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application a fusion protein? Are the -first polypeptide" and "second polypeptide" only speeifk 
residues within a larger protein being claimed? Or, is the claimed protein part of a protein that 

has deletions? 

Claim Rejections - 35 USC § 102 
8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

Claims 1-5 rejected under 35 U.S.C. 102(b) as being anticipated by Chassin et al. 

(Genomics 29: 465-470, 1995). 

Chassin et al. teaches an isolated protein comprising amino acid residues 26-48, 26-49, 
26-50, 26-1 10, 26-1 14, and 1 15-139 of SEQ ID NO: 2 of the instant application (see pg 467, 
Figure 1 ; see also sequence alignment attached to this Office Action as Appendix A). 
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Conclusion 

No claims are allowable. 

The art made of record and not relied upon is considered pertinent to applicant's 

disclosure: 

Komanetal. U.S. patent 5,910,480 

Bellet et al. J Clin Endocrinol Metab 82: 3 169-3172, 1997. 
Komanetal. WO 95/34653 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bridget E. Bunner whose telephone number is (703) 305-7148. 
The examiner can normally be reached on 8:00-5:30 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Kunz can be reached on (703) 308-4623. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 308-4242 for regular 
communications and (703) 308-4242 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 



BEB W^ iU ' U 
Art Unit 1647 
July 11,2001 



E-< Eh 

a a 



z a 

H H 

D £> 
CO CO 
Z 55 



Z Z 

w w 
* a o 

5 4 < 

H CU Cu 



; >h Z a 

I J J H W 

h « pi 4 a 

) < < tc 

, w w o u 



k a tc 

< * u 

in Z 05 

i-l H W 

« ** £ 

4 K Z 

W U M 



CQ >h «wD 
— H oo 
i-l Cn 
Z OS vo 

< JH 
XH«J 

o s « 

W CO r~ 

E-i 



< O <N 

< • O VD 
i o OJ 

OS o 
oo •» a o 

PlOHW 

oo i-i a 

mo O 

»j o u a 
vo a E-t 
-v (h h 
j 4) CO 

S24JO 
H C (K 
w s m a 



H U 

0 

* s 



^ i-l 00 00 <T\ O 



5j 

H<ZZ 
3ZHH 
« O < < 

c h k as 

H«UU 



pa z 
a m 
o «« 

Pi EC. 

a u 



in oa <r* in 



Q Q Q W 

H M H O 
Eu [u Cu Z 
J »J J W 
D D D D 

to co co a 

H H H W 
QQOW 




< H 
Eh a 
(0 W 



OS Eh 
M Z Z 

ggs 

o a to 

X Q W 

u 3 w 

M W fc 

a > a 
w w x 
a Q w 



Cu tu W 
O O Z En ' 
05 O ' 

eh x n z • 

O D K H « 

M M W >< ' 

85 & 5 ' 

UZHW ' 

Z O <*= 1 

Jw X Z , 

CO U H fw 

M U » 

td OS Eh M t 

tE W Z \ ' 

£h 0- < Z » 

Q H i 

W Z J • 

ffl XDD ' 
Eh ffl LO • 
Q < S5 • 
U Z Hi 
>h H CO i 

< W 
„ Q £ X 
aw Eh 
CO W Eh 
H tt H O 
O M H 

Eh * 
Eh Z CO CO 
*t W CO O 
ffi Q h 2 
fn M OS o 

2 CO Q W 
O < Z ffl 

e 3 < 



+j id (0 0) 



73 to w O <o 

«— I 3 O 

O O -H (H O 

o +J o * 

(0 CQ -H 

td +j c < 

tn W -M «3 X3 
3 (DC « 
O <U M 0) 

u x: +j >t ■ 

T> C 0) \ 
<U id <D w CT^\ 




Eh - Sm 
Fh M U Eh 
< M 
[U CO OS OS 
05 W CQ < 
« D W »4 
fa CO Eh M 
tn CO OS S 



CX+J (D 

X T3 0) 
01 £ Eh tTi 0) o 

.h u a > co • 

o o o ~~ 

ij«h • <-h e 42 

w c co <u +j o 

■H +J W M C • 
• O 3 (0 OJ X) 

4_> -r-i +j +j e -h 
x! m ^ in o a) to 

4-> C C QJ 1 
-H M-< (fl O 1h i3 

tn O C -H « tr> to 

>, M V -H (d 

£ o> 3 ^ 

o +J di +j +-> 0) Q) 

cj 3 o -h c to to 

+J ^ +j a) c c 

ai -h +j to 6 d) o 

■h +-» bj c a) u o 

W g ^ +J -H 
C U (TJ rH -H 
MHO -P rt 
+j ih (11 <C O 
C W C •H 
fl) CO -H 4-t CO W 
*H O O -H 0) 
^ ^ ^ M X! »H 

Q CO 03 CU4-> g 

M „ C CO CO) 
i (0 O C 0) 

to +J <i> c «3 *h c 
co a <a 

H O T5 w 
J C M >i B H 13 

CO <D 3 c 

cy u <« +J a) 

•H 4-» QJ 0) «D -P 
i MO C ^ 

i H 43 4J s e 0) o 



■t Eh Eh W W ! 

1 o a Q O I 



jSbsosSoSosSSS 



